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Abstract not available for CN 1 3231 99 (A) 

Abstract of corresponding document: WO 0023052 (A1) 

A composition for administration of a therapeutically 
effective dose of a topoisomerase inhibitor 1 or 
topoisomerase 1/1) inhibitor is described. The 
composition includes liposomes having an outer 
surface and an inner surface defining aqueous 
liposome compartment, and being composed of a 
vesicle-forming lipid and of a vesicle-forming lipid 
derivatized with a hydrophilic polymer to form a 
coating of hydrophilic polymer chains on both the 
inner and outer surfaces of the liposomes. 
Entrapped in the liposomes is the topoisomerase 
inhibitor at a concentration of at least about 0.10 mu 
mole drug per mu mole lipid. 
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1. 

7-z:.^-i-#4^. io-|^-S-^*^-«§.. 9-;5]|^-^#^. lo, ii-ja 

#^5^ 7-(2-N-:^^^^) Z^l.) - (20S) 

T^^) -Z:.^]#^]-3-^^-7H-2?#C2, l-c]'#*-7-i3^^^'ft.#. 
n^^3-^ 3-^M.;g.-llH-'ti:^tC3',4'-4,5]'tii'!S-[3,2-c]'i:#--l, 4-^fi^ 

5. :fc'*(.'f"JJ^^ 1 ^t^^^^^A^^:^^ 500-5,000 

8. >;t5L^«j-^^ 6 20-94 #^5^ % 6tra>(^.i^ 

:S.^pj^JI^, 1-20 ^^%^^^^Z^m^^i^^^^fin^^m^^^^^ 
5-60;#^5^%6f>^Sfi|. 
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^^f^m. 5-20 J^^'A^m^^Z^^^^M^m^^^^^^^^^^ 

10. ■^^^']-^^ 6 ^^m/^i^tl^ 20-94 #^%6^^-^ 
JliSfe^P'^JI^^ 1-20 ^^>%¥jm^^Zj^^^^tii^^^m^^m^^^- 

11. :&p45iif'j^^ 1-10 t^— ^^^-a^^, ^tJi^^t-f^t^^^i^^ 

12. :fc';fe^'JJI-^ 12 ^ t^^^ 1^ ^^^^^^^ 

^##>^j^(7-(2-N-^^^#^) z^^)-(20S)-.i-*t^6t4e4h:^ 

15- >*SL=f'JJ^^ 13 6^^^, ^t-ie^^^fil^^J^JAi^^ f- 6-CC2- 

-^^]#.-S-]-3-^:S--7H-^#[2, l-c]'^#|^-7-i3^^^'ft. 
S-f ^^-im-^^l3' , 4'-4, 5] lfc«§-C3, 2-c]'ti#-l, ^-^m^j^^h 

18. >;^if'J^^ 1-16 ^--^^^^^^M^mf-'^^Mr^Sf^^^ 



it m ^ 



ii 500, 000. (Katzung, B. , "Basic and Clinical Pharmacology' , ^ 
7 Appleton & Lange, Stamford CT, 1998, ^ 882 jC) . i 

i^fi|re^>S_ DNA tM^ RNA 
##>i:(topotecan)>ZL^^#;^(irinotecan) Ci^&^tt^^-^ >1^>^. 

#5^ 



1 



Burke (US5552156) T —^m^^^^^. © ^<fc^M>^;S.^ 

— ^/Li^it^^T^-^. ^^^m^^M:S^, ^it>^^^J^^M:0.f, 

Subramanian 3^ Muller ^ iOncoIoffy Reseach, 7(9): 461-469 
(1995) )^i^liS^Y^^^m^^Mi^\, ^3.^^VXm^^^^^^^ 

^^m^^'i^^l'^^y^'^^^^^^^^ 60%. 

Lundberg (Anti-Cancer Drug Design, 13 : 453 (1998) ) T 

#-t:?f:-^>^^>&^t>'^^^^J^SlJf.Daoud (Anti-Cancer Drug, 6:83-93 
(1995))4^ii.T &4^i&>V^>g-MJi6^-^5^i^fi^|g.t4^^^^. it^^^ 

(iii)-^#^iii>i-'^; ^(iv) tL^ff^tiMJ^^^''^^^^^' 



2 



z:.^4-#>«^. io-^&-^#-?^. 9->g^-S-*t^^ 10, 11-iE.T^^^-^^ 

9-#.^-10, U-iE.T^^-^'N--?^^ 9-^-10, 11-JE:^^^^# 

^^-^;^::5-^t, ^#^>^. (7-(4- 

^ ^) 11-^ Z^^|L^-20 (S) 7- (4- 

VJ.)-10,ll-jE-^^:^-^-20(S)--i-*t^^ 7-(2-N-^^#.J-) Z^^)" 

(20S) -4-^^' 

6-[[2- (^T^^) -Z:^^]-IL&]-3-|^-7H-^#C2,l-c]'i:#- 

HiiL^M azotoxin )^ 3-T^-i--llH-^'!^[3% 4'-4, 5] 
'tfc'^C3,2-c]'t:#-l, A-^m. 

^r^^. ^^^^'^^^ ^^^^"^^^ ^0^^^"^^^^ ^^^^ 
^-ifci^^^sfe^^t. ^^'^i^^^iij^-^^^ 500-5,000 51^^^6^^ 



^m^m. -A-'^ik^m^i^^^^^t 20-94 #^%6^i.e:t:s.$P'^ 
J!t. 1-20 % ^m^^^^^^M^^m^^f^R^^ 5-60 ^^r^-^ % 6^ 

>^il^ ^6^->^^ife:5^^t. ^ ^^^M ii:^^^ (remote 



S 2A HT-29 i^m^M^'i^M.^^-^: ( g) i^BtJaJ ( ^) 

^. -^#r#lt^;&^ 10. 16 ^ 23 ^, ^^^^ 24ing/kg( ^'^^ lU X 15 mg/kg 
( ^'C> ) ^6mg/kg( ^'ii:^^) JJ^yt'f*^^^^^ MPE--i-M'^^ 24mg/kg 
( ^"^^ iH X 15 mg/kg ( ^'C*^^^ ) ^ 6 mg/kg ( ^'<i^i^ ) ^^^^ 

m 2B HT-29 ^mf^tM^^^^^-' (mm') ( ^) ^>fbi& 

^. f-^^ltst^^ 10> 16 3^ 23 ^, ^^^^ 24mg/kg( ^'Ci @I ). 15 mg/kg 
( ) ^ 6 mg/kg ( l^'^^iT^ )m^^tL^^ MPE--^^^^ 24mg/kg 

(^'CglX 15 mg/kg (^'C^^^) ^ 6 mg/kg (^'C^;?-^) 

S 3A HT-29 ^J&^3t;^'J^IL6^^^ ( g ) < ^> ^'ft^* 

^. f-^^HM^^ 9. 16 23 ^, ^^^^ 5mg/kg( ^"^-^.^ X 3 mg/kg 
(^.c>'#J^^) , 1 mg/kg (^'C*^^^) . 0.5mg/kg ( ^'CilH ) ^ 0. 1 
mg/kg ( ^'C;^^ ) J!lt;t#-^#6^ MPE--S4^^SS^ 20mg/kg j^^^^^ MPE- 

® 38 HT-29 ^M^^^^^^^ (mm') l^BtlaJ (^) ^'l^^ 

^. -f-^#J5t^^^ 9. 16 3^ 23 ^, ^f-^i^ 5mg/kg( ^'^^^ ). 3 mg/kg 
( ^'C^^J-S-^ ) . 1 mg/kg ( ^'C* ) . 0. 5 mg/kg ( 0 ) ^ 0. 1 
mg/kg ( ^'^^^^ ) mi^^^^^ MPE-4^^^ 20mg/kg MPE- 

S 4A-4B ;5(^^^^ILJ5tJ^'^^^#^^^b^>^ ( ^'^^^ ) (^^ 
ItJt-^^) ( ^'Cir^^)j&-^S##>*jfc-4tj5^>^l^Btl^ ( 'i^8t) ^ 

-ft.^^. a 4A^Q 4B 2mg/kg ^ 5 mg/kg. 

@ 5A HT-29 ^^It3^;&'i^^<»^^^ (g) i^B^^"^ ^'^^^ 

^. f-^#lt^;^^9. 16 3^23^. ^^^^ 2mg/kg ( ). 5 mg/kg 



( 111 ) 3^ 8 mg/kg ( ^'^^^ ) m^i^tl^^i^^y^^'* 4 mg/kg 
i^tl^^ MPE-**t^ ( ); 25mg/kg (#J^-^ ) 

a 5B HT-29 ^m^^^^^^^> (^'^ I^Btl^l (^) ^^^^ 

^. f-^^^f^ 9. 16 ^ 23 ^, ^^^^ 2mg/kg ( X 5 mg/kg ( HI ) 

8 mg/kg ( ^'^^^) mM^^^^^^y^^'- 4 mg/kg |^>t^&#6^ 
ISPE-^^^ ( ); 25mg/kg ^^^^6^^##^ ( -^J^^ > ^ ^ 

© 6 ^^'f^M.mM^^^^ CKD602 ( ^'C^^m ) ( 
:J&##>iL ( ^'ii^^) ^ CKD602 ( 'J^St) 

® 7A HT-29 ^MJatiliJ&'J^^^'^* <g> J^^'^ 

-f-^^JH'^^^ 9, 16^23^, ^^^^ 4mg/kg ( )> 2 mg/kg 
( @1 ) ^ 1 mg/kg ( ^*c>':^r^) |gJt^^#^ 010)602; 4 mg/kg 
&#6^ WE-4rJ^^ ( -S-^ ); 20mg/kg ^M'f^^^ CKD602 ) 

^. -f-^#J^^9. 16 3fp23^, ^^i5&i^4mg/kg (^^). 2mg/kg (HI) 
5^ 1 mg/kg( ^'C^^ ) Igyt-f^^^^^ CKD602; 4mg/kg MJ^^^^^ MPE- 
J-#JSi. ( ); 20mg/kg CKD602 ( ^\^^ ) ( 



"CKD-602- ^7-{2-li-^^MS-)^^)-(20S)-4-U^. 

^)-10,ll-iE-Z^— ^^-20(S)--^^>«^(j*^4t "MPE-^#^" )^ 7-(2- 
N-:^^#.^)Z:'^)-(20S)--##^(j*^^ "CKD-602'' ). ^^^^ 



Fa ^-f ^JJ«'f^^J!^>t^'^^ t d^^^^-S-^^*^— ^^^^^ 

^ -l^^lt 1, 2--ri>^^^-3- T-S^^) (DOTAP) ; N-1- (2, 3, - 
XL-t-wM;^^) ^^]-N, N-^T:^-N-^Z:.;S.^4fc^(DMRIE) ; N-1- (2, 3, - 
^>*^) ^*-]-N, N-:::-T&-N-^ Zl^^i^^^:.^ (DORIE) ; N- [1- (2, 3-^;* 
J-^)^*-]-N,N,N-^V:S-t.4fc^(D0TMA); 3[N-(N' ,N' -^"f^^t. 

(DOPE) ^ ^ ^•^^l^dt>'>#J3§. ^ pa ^ P ^^^^ ^ 7g;S-^I^ 



55. ITC, ^mM.it^M.^?^m(HS?C)¥i^^iSiA^ 5S-C. 
■H^ ^ H jJt 6^ ^ i^M.^^^ t^^^'l , Avan t i *L 

'ik^m n ^^^m^^^^^^ (Lipid, mst u>^^^it^ 34) t. 

JltJt^-»tfe:fe^#;4^l^^^^^'lt^T^^#il«- ^"-^ US5013556 
5^ W098/07409 ff^^^^y i^^Tif-^^^l!^^^ 

-ft ^ l« J^-f*^*^ ^ Jit ^ t ^ 1^ ^ , # 

it ^ ^ 1^-^^ ^ ^ 6^ ^ ^ It # & ^-^-fg- -t i^- ^-t ^'3 6^ ^ 

^.i^^T^Sl. I^T^'^'^i^* ^Zl^^^n^J^, |^^^^'^'^*.:^> 
^^I'-i-^^^^ife^ I^T&^^^^J^^ 

500-10, 000 it. ii^^. Jt^ffcj^ 500-5, 000 it* i^L^ffci^ 1, 000-2, 000 il 

PEG #^a^'ft:H? ^.]:6p 120-20, 000 11^5^^^. 

US5395619. M^^^^^^^'i^^^^^^'^^^'^'^^^^^* 



^^Y^^^^i^ DNA ?1 A- (introduction) t^^JL 

'f^^^. DNA ^ ?1 i^it^^ Jl-^ JLA ATP ^ ft^. DNA 

(Wall,M,E. ^. 7: Am. CAem, Soc. , 94:388(1996)). 
^^^^^^A^'^t^M,^^^ i^^^-^^fn^ US5244903 t, 

4r¥i^^$z^^^^^ SN-38((+)-(4S) -4. 11-^21.^-4. 9-^^^^-lH- 
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'^t'^f^C3' , 4' :6, 7]-t IL$#[1, 2-b] 4^-3, 14(4H, 12H)- ^m) ; 9- 

Sn-ZS); 7-Z^il-^#>«M-^^^^ ( Sawada, S. 
^ Chem. Pham, Bull. , 41(2) : 310-313 (1993)) ; 7-iLT^-lO, U-i^T 
^-j^^^- ^ZL^-ffc (SN-22, Kunimoto, T. f-. J. Pharmacobiodyn. , 
10(3) : 148-151 (1987) : N-¥^#.^-12, 13, -1, -11 ^^^"13- 

O -D- nh « ilt ) -5H- '^1 [2, 3-a] 'ti; '^S- # [3, 4-c] 't "5, 7 (6H) - ^ 83 
(NB-506, Kanzawa, F. ^. Cancer Res. , 55(13): 2806-2813(1995); 
DX-8951f lurtotecan(GG-211 7-(4-T&^#-^T^)-10. H"^ 
21,^:^-20 (S)--S-#>?^)(Rothenberg, M. L. , ^. Ann. Oncol,. 8(9): 
837-855(1997))^ 7-(2-N-:^^^#.&) 2:'^)-(20S)-4-#^ (CKD602, 
Chong Kun Dang>^^, #S). 

6-EC2- (-=-^^#.;S^) -2-^3#.^]-3-|l&&-7H-^#[2,l-c3'ir 
#-7-^-:^^^'ft.^, (TAS-103, Utsugi, t. , ^. ^72. J. Cancer Res. , 
88 (10) 992-1002) )i^ 3-^^^-llH-nk?^# [3' ,4' -4, 5] ^-^^ [3, 2-c] 
#. -1 , 4- ^ (AzalQD, Riou, J. F. , ^ . Mol. Pharmacol. , 
40(5): 699-706 (1991)). 

— >Js-f t 6^ -#*t>!5^#'f« ^ 6^ ^ T'S.;^ >^>^^^^>*^ 

JJ^;^#^^»':iit^it^^^^l^» :fc»Szoka, F. , Jr. , ylmi. AteF. 
^i6?pAr^. Bioeng. 9:467(1980) t4«& it 6^, T^#4lS^^#^iLB« 

^^'J^i:(MLVs). .^it^^^t, ^^^'^ 
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I 



* 



>kJ^^m^^¥jUS5013556. 5631018^ 5395619, ^M^'^^^-^- 
^'^'^^BLyi^^mMf^^^ tm:^'^'}kit^Ml , (ii) ^^^^ ^ ^ 6*1 

*f ^J$J^ ^^J^^^J^fi^lt^t'^^t' US>5192J5i9, t^--^ 

^^V^M-M. CKD602. dP'^^'W 1 #J^#tfe-fit, 5i.it^^^^^$^ 
5ilJlg>^^t6^i^^^^^6^J^>!^^-^: 0.20,^>S^.^#/^^#ilt (#- 

MMi^:^^^^ e>^^4^#^>&.^^ C sizing ) ( i^-^^JL^M 

0.08 >^^6^.4^^.&Jt^#-(suYs). ^mm^^^y^f^^^^^ 9-Q^- 

0. 5 ^^ifc 0. 05. 0. 08. 0. 1 ^ 0. 2 ^^^^^^^1$.^^^^..% .. 

^^a^6^J^, -sfiS^^J^^^^^ 0.08-0.4 i^^lt^-^. 
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Sephadex G-50, ^{iv) ^^U'iiJ^^^iSL^i^JS^^^'llL^^fitt^i^^ 

il>l:>tt>^i"4^^ ^^^^^^m^f^^^^^i^m^^^^ (Deamer, 
1972). 

J§t.y:if^mt-$^^^M^^^jty dp* US5192549 t/^i^. iLX^m^ 
^^^:^^M:^'\^m.>^f0if^]^. >^J47f7 0. 1-0. 3M ¥j^^:!t^^m.'^, 
^it^ pH -{iLd^ 5.5-7.5. ■^M^MtM^^^^j^ ^^A. :kp^:^^Sf 
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^m-^^Mi^. ^^^^ ^ ^ifj^L-t^^^y (i) 

^^^^^m^i^> ^ (ii) 
5-5OO111M. it^ffcj^ 20-200niM. 50-300 mM. 

^^it^m^^^^S^^^^ 60TC^^^. ^^J^^l^Bt 

laJ^J; 15-200 1^^'. i^^'^^^^^m^i^^^^^'^^'^^ ^A^m^ 

1000:1. Z^^^\%ifi^^m^^'^^>-^f^^^^^^^^^^^ ^"^^ 
>^t^^^^^^J ^ ^^^PP^^S agent), ^^t'tfci^^^j t , ^^^i:^ 

J: 400-2, 000, 000 il^^fi^^^^^^^t.!!:. 
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^. ^^^^^^^^ 5,000-500,000 it^>m^^^^. ^^fj, 

^-20 (S) --^#>«^) , ^Jlb^g "MPE--i-#>«^''; 45#^>^; 7-(2-(N-:^ 

^^)-i20S)-4-^^* ^^^n "CKD-602'' f^^Hm^i^^' 
m^i^^J^^-i^^ 55.4:39:5.6 ^M^it^M.^^^^^ ^m^^^^^^ 

u-^m^^-mn. if^^m^i^^^mt^^^')^^: we-^tH^^ 234 

mM, i&^Y^ML^ 264 mM ^ CKD-602 ^ 298 mM. J}^>t'f^6^^^ 
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^ 189 mM, 46##^>& 174 mM ^ CKD-602 ^ 198 mM. TS#^^^# 



^PxiL^i^ 1250 -fi". ^^Hk^M^^y 

^, ^^^WJ^^^^^^^^^^ HT29. -l^-^^^A. 4-'^^^^ 

^^ife-^i 1 MPE-^#^. ^^^^ HT-29 ^ia^ 

24mg/kg> .15nig/kg ^ 6 mg/kg ^J5:6^IW>^'ff^&^^ MPE- 



#JP^^^^^6^^t:^*^^^^^^^^'l^® 2A^2B, *t'^5^8t^^ 

MPE--8-M^ 24mg/kg(^'<>'Sl K 15mg/kg ( ^ 'C> ^ ) ^ 
6mg/kg(^'C>^:^^);S.^^ MPE-*m24nig/kg(^'-'lil) . 15mg/kg(^- 

^ ^ ) 6mg/kg ( ^ ^sr ^ ) . 

^^l^^-f^^^^ m>E-4rH^^^^^^^^' 15mg/kg ^ 24mg/kg 
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5 ^^^-c. 6mg/kg ^\^iSL^^^^^ 23 ^6t^^<fc^^^ 
f^f7i^%n^>^^^ff^^^^^^"^^ 24mg/kg 



^1 





mg/kg 






(^9^) 


16 ^ 


1^ 3 '^LM'k^ 
23 jS.) 




na 


20 


20 


20 


20 




24, 


10 


10 


10 


9 




15 


10 


10 


10 


10 




6 


10 


10 


10 


10 




24 


10 


1 


0 


0 




15 


10 


5 


0 


0 




6 


10 


10 


10 


5 



It^^-^:^^, 6mg/kg ^] 5:6^1^^^ MPE-4-^>«S. W#:^-^^i^- 
0. 026) tb^i;L^JJ:6^ MPE-#*t>$S. (24ing/kg, X^l^^^-^^ii; 0.0048) 

'h-^^;tlt5^>f*^^^6t 50%. 
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^2 





^J"S:mg/kg 










0/20 


0/20 


^% MPE--|-*t'«^ 


24 


3/10 


1/10 




15 


2/10 


0/10 




6 


0/10 


0/10 




24 


_3 






15 


_3 






6 


10/10 


na* 



2 6mg/kg #J*6^JJt>t'f*^&#6^ MPE--^^^^^Ak.^ ^ 

S^^J3a.>^^^. :fcT-hi^^5»J&^, 6mg/kg MSimM^^^^^^^^^t 

24mg/kg m)k^^^^ m^f^^ 

2 /-t^, 24mg/kg MPE--^^^^l§Mt^ S r.^^^Sf^ 

^i^^^^M^t^. I^I^-t, iiittbi^^-^ 6mg/kg MPE--^ 
24ing/kg m>E-4-n^^^^^^(^ 2B, ^ 2), mJ^^tlH 
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^0. 1 mg/ml. 0. 5 mg/ml, 1 mg/ml. 3 mg/ml ^ 5 mg/ml 6^ 
M^ik^^^^m^^^f^MM. ^nn^^X 20 mg/ml 

^ =.<^L^I5j^^^;F-if. 3mg/kg J3t>t^&#6^ MPE-^#^^^ia6^-fJf^ 



^3 





mg/kg 






• 


{.% 16 ^) 


% 3 ^dL^'k^ 

23^ 






20 


20 


20 


20 




20 


10 


10 


10 


10 




5 


10 


10 


10 


5 




3 


10 


10 


9 


9 




1 


10 


10 


10 


10 




0.5 


10 


10 


10 


10 




0. I 


10 


10 


10 


10 



>9f^^^J<LS 3A-3B, *t 3A ^^q^: T JL6^#-^ (g) HT-29 ^ 

}^1^^J^^^^%\^. ^^^^fi^^ 9. 16 ^ 23 ^^^^^ 5mg/kg(^ 

3mg/kg(S'CJ6^#J Img/kgC^'^*^^^^). 0. 5mg/kg ( ^ 

m^)^ 0.1mg/kg(^*c>^^) m/^i^ilM^^^V^^^ I #^J^J^ 
20mg/kg(^'C*^:^^) 3A //T"^, 'f^^6^^^t,-^^J J:^^. 
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-f--^ ® 3A t—i^t. ® 3B 20mg/kg 5mg/kg ^ 3ing/kg 

m^i^tlH^ WE-4r^^i^i^^^^i^^^^^^^^- 20mg/kg is^ 

^ MPE--i-^>^ (0.011 6(j;it^:i-^#-)^^t*;^^6^^5ti'i'^'^^ Wkg m 

J^i^iL^¥jM^^^ (0. 017 ^$t^^^) icJt^i^. 
4. 4 ^iiL7 





^] -f: mg/kg 










0/20 


0/20 


m-^ MPE--i-^>s& 


20 


0/10 


1/10 




5 


10/10 






3 


7/10 


1/10 


|gJ^#^^#6^ MPE--i^-*^ 


1 


0/10 


0/10 




0.5 


0/10 


1/10 




0. 1 


0/10 


0/10 





1 ^-^m.^^-^ ^^^^^^^ >)l ^- 



20mg/kg }XPE-4r¥i^v^0^^^^^^'^^'^^^'^^^ 

jif. ;te.^Ak., 5mg/kg wE-^M^n^^-Yr^^^^^^^ 

;H-^6(j4tlt^V^'ti«>^-^^i'^J*^6^^^^^^' 20mg/kg jsf^^^ 

6^j4tBt^V^'^-^ Img/kg 5l^««^g>^^^^&^6^»^ 
^6^:^lt^^;^A^^^^^^ 20 ^. 3nig/kg ^ Smg/kg ^^>^'f^^#6t 
MPE-4-**>5^>^tlt5iv^^t«i 20mg/kg ^^^^m^^^^> il^«a^^>^ 
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5 ^^^^^ DSPC ^ mPEG-DSPC ^^6(FJIt;t^t- 3l^'^^^>S.6^-f-^>^ 
^m^^^^^^^'^'t mPEG-DSPC ^^t^^ DSPC. ig^>g-gir* :i:'J^6^ 

^ Ws^-f^^^l^^/^iis 0. 238, 87nm. 

n^j 2iQg/kg #J:i:^&#4^##>i:J!^>t^ ( ^'C>-^:^^) 
( ) S 4B lt^7^^ 5 mg/kg M'k^^^'^^^^' 

if^^^^^^^SUL^ 5. 



^5 





*J*=2mg/kg 


^J'£^=5ing/kg 










lasma Cmax ( P g/ mL) 


2. 89 


54.5 


8. 23 


119.3 


AUG ( 11 g/niL h) 


0. 57 


523 


1. 57 


1140 


T 1/2 (h) 


0. 20 


7.2 


0. 30 


9.8 


CL (mL/h) 


887 


0. 96 


820 


1. 10 


Vol. Dist- (mL) 


173 


9.2 


278 


17. 5 




3. 45 


0. 096 


2. 33 


0. 071 
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Kv^^rftpy-- 4-iSjL;i<-, 4 mg/kg m^i^^M^ MPE--|-#>«^; 25 mg/kg 
m-Mi^^Y^M-l 2 mg/kg. 5 mg/kg ^ 8mg/kg ^t>t^&#6fi454^hf^^. 
my^i^0i^^M-^<k.^^f^'^^^'^^^^^^ *^^^9. 16^23^. 

^ ?e|<^l;|^«»l^#'f^^v:4-ff -fir^J^m^-it. i^^J^^ 6^7 5A-5B. 



^6 





M-^ mg/kg 













0 


0 


12 




4 


8 


4 


0 




25 


0 


1 


11 




2 


1 


2 


9 




5 


2 


8 


2 




8 


7 


3 


2 



3 iL^v^^-n^JH'ii-^ :i:4^JH'3i#-^f'-^ 1^ . 



^5^^l^^-^^i^^-l-2 mmVit. »':i>f^i^ 40mg/kg ^i^.'^t^t J: (MTD) 6^ 
25mg/kg6^^J*^^^^#6^4e##.^,^^6^lt3^it^il^^ 14. Imm^V 
^. ^^m^'^tLM^^iY^J^'^^^^^* *t 2mg/kg M^^^^^ 
Mi^^^^^^^^ 0.9 mmV^, Smg/kgjf'JJr^^^^jt^-^^^^- 
l.gmmV^. 8mg/kg ^J*^6^^-^ii^^-0-8 mmV^. ^^^ii-^^^ 

jitst :^^'J^ii-'^^^^^^"^^^^*^''^^'^^• 
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if:^f'/t^v^0^^v^^^M-^s^0.^»f^^^*^^^'^i (%T/C), 

^7 



M ^ mg/kg 



%T/CV^29 ^ 
1.8 



%T/C 1^ 33 ;^ 



0.6 



%T/C ^ 36 :^ 
1.9 



25 



82.8 



79.0 



85.9 



19.5 



12.9 



16.3 



8 



10.5 
2.0 



5. 6 
2.2 



5.6 
2.2 



3. CKD-602 

^i^M 5 ^i^T ^m^iV^^^MM CKSy-602 ^^;^3L^:^Xmi^ 

mj^^^> ^^m^s^v^j^fWr^^^-^* s'^M^^m^^^ hspc 

^ mPEG-DSPE ¥jj$:^1^t^7^ 95/5. 

m 6 Img/kg CKD-602 CKD- 602 M^^^J^Ml^^ 

AUG 7(7 0. 37 m g/mL/'hBt. 

HT-20 ^^^-^^^^^^'h^n^ CKD-602 ^-J^J^i^^^^dr^;^. 72 

-^jftT HT-20 JH'jt^ilfeiKj'J^ILI^^l'^^'^^^^^ #^^^^^Ti2l- 
5H''$'J^J'^fT: 4fflg/kg Jlt^-f^^^^t MPE--i^-«^; 20ing/kg 

^ CKD-602; Img/kg. 2mg/kg ^ 4nig/kg ^>^^&#6^ CKD-602 , //f*^^ 
J^3#^-^^:Ji#.H./fc.#JJ|^j?fL>i, *#^|b^lL 18^25^ 

^^L^I^^l'J^^'f^^^Jei^-if ^^l^J6^r.^'ti. 8 ^ 9 7A-7B. 
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^y:t-0.63inmV^6^^^^-^. ^M^^^^^ CKD 602 ifi.^ ^ It it 
15. 2 W /^^it^^"^. m^^^M^ CKD 602 v^^^^^t^^^ 
Img/kg 6^^lt^>':*-2. 2W /^^^^^^, ^i.^^ 2nig/kg 6^^lt3i>':^ 
-0. 96iDm» /^6^i^^^-^, Wkg 6^^JLlt^t ^^'2. STiom^ 

JL^9. m^00-^^^^^-' %T/C#.-f-42Bt^^^6^^^^'^'^. 
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IV. 

46 ^1 (7- (4- T T ^) -10, 11- iE. taSl.^^- 

20(S)--^#>^-^iLt..^^(GI147211)(MPE-4^^). * Glaxo >«1^^^/r. 
Research Triangle Park, NC CKD602 (7-(2-N-:^^^#.^) ^ 

^)-(20S)--^#-9^) ife Chong Kun Dang 46##^ 
(Hycamtin®) 1^ 

^^>gf^ : Homozygous ^IL:^ il Taconic Farms (Germantown, NY)# 
7^;Sl 12: 12 <ir/-^#^6^l^^^t. ^^J^^^^Bf^^M^^^-t^^ 

It^ : ip^^>^^<i^#;|iL^^^ (trachar placement) ^W^^^^ 
f^^il^-^^Jit^-^^. ^/^^i^?i^J!&.^. HT-29 ^\^^r^^^^»^ 
^. i^^^^Xb^ik^^m^^^ i*.^^ itlgL#-^i^^-f 5x 10^^l&/ml 
^^iE-tig-^^t. JH-^^-^ii-it^^^a"^-^^ 0. 1ml (5 X 10« ^Ife) 

ic'h. ^"H-^i^i^i^-^^^y^ l5%M,iclJ^^^n^M^^>^'i- 4000 mm^ 



2S 



A. mMi^M^- 

56.4:38.3:5.3 ^^/J^^)^ GbX^'^^J^ 250 ml mM.^0^f^^^^- 

S^f^d^^m-^^^^^H^ 100 ml '^J^ 250 mM ^^u^Mc^ik. 
65TC ) 6^ 250 ml mA^Mt- -f 65r:;^^§-t^^j^^2^^: 
i^^^^yi^^:^^^M.'y 1 'hSt^^^^^^^^-'^^^v^ ( oligolamellax ) 

Lipex ^M^A*L^5jc^iS.^^ii.itei^^afi^^>^^filJ^J':*I^ 
'f^S>g'l«^'fr6^^^- -^^ifeii.i±0.20Mm^M^6^;^5 3i.it 0. 10 H m 

f-40ml 10%6^^#J^^t^^-^2.5mg/ml 6^)^;^, ir^>^, '^-^it 
it 0. 20 M m 6^|^l^^:f ^'ti^^. 

B. 

i^^^^Z^^-J^^^^n^'^^^^^'f'k^ lOOKda 6^;^^^5ti± 
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per 



IL^fi^JIs^'^'i'l^J^ 0.22 Mm 





fi^^^^^^-^-^C^^^-^J^ included ;^^^^t 

^^Y^Ml^ 7- (2-N-^ Zl'^) - (20S) (CKD-602) 



l$:J!g^b(m ol/niol) 




17. 81 |i mol/m L 

2. 69mg/mL 
(4. 55 ji mol/mL) 



0. 26(1:3- 92) 



221AZ43B 
1 5. 97 M mol/m L 

1. 72mg/mL 
(3. 76 M mol/mL) 
0. 24(1:4. 25) 




mJ^i^il^^ CKD-602 



221AZ53 



14. 079 ti mol/ tnL 

1. 77mg/mL 
(3. 77 M mol/mL ) 
0. 27(1:3. 73) 



2 
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;^^i{y-b^JL>T: 24fflg/kg. 15 mg/kg ^ 6 mg/kg 24 mg/kg. 

15 mg/kg5^6 mg/kgl^;t^&#6^l5^^; ^^^^^ 10 

^ =.^#1, ^^J^f^ 10. 16 ^ 23 ^. 

m laJ 6^ It 'J^ # 7& 5^ ^ii ^ >^ - 

Z=log(Y+l). Z SAS 

5^>^ PROC MIXED. -^#'^^6^X^-|tit-^ii.#-#>t^:?^^*;^5tMl'51fitii:^. 
i^if^jL^j^^'lk^^^ 0.05, >fS.^-f A^Mri:^, 
JL P -d-'J^-f- 0. 0033 ^m^^—^^^^t^^^^^'^^^' 
^^^^ -t^ 1^2^m 2A-2B. 

3 

;^:^i^?*»T-fc;^: 0. Img/kg. 0.5 mg/kg. 1 mg/kg , 3mg/kg, 5mg/kg 
20 mg/kg mJ^^^H^^^* ^S^^. f-^^^^ 9 ^5t4^^># 

-f^i^^ 10, 16^23i^. 

It^t ^'J^^^^^^^^^^^'^'^ 2 ^;r^, ^^i^L*. 3 4 ^® 3A-3B. 
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A. MJj^Jli: 

m^^J^^^it 95:5 6t^^UI^Sfc^P'#Jlt(DSPC)^(N-(j^-T^.-S-^ 
2.^^ 2000)-l,2-^>^JI^Sb-sn-S-)*-3-#^2^i^J^) (mPEG-DSPE), -t 

70X:#^^#^i^t.Sft. Z^Sf>^t^Jit?!^>^i(? 8.9g/10inL. 
^. #;&:^^§f-^^^^^i^^t#^#.^-^^^ pH J. 5 ^]-^ lOOmg/mL 
# lOOmL ;&:^#Sf^^^ii^^M»'^^ 70X:^M^m^Z.^^^^> 
70"C. 

TiL^^i^^ivt^M. 70r:, ^ Lipex 
Bl;^^'K-^^*^^^l%^^^^ lOOnm. ^^Jfc, #c.<fcii.it?L;^ 0.2pm 

;^^i^7^'}i.M¥3^M, S^itM 350mM iL^f^.^ ^^^i^^^^^^-^- 

100, 000 ^^^it^^J^. 

^ 10 % M^ fM^ 2. 5mg/mL 6^ 45:f h ^^^Liii^^. n^'M-m^^'AH^Jk 

100,000 

15^. ^^ife. 10% >^i|t 10mM^#.^pH6. 5 ^^^^mj^l^^^^H 8-10 
ii.it ^J-J^t^h - T^lSSL)lt^-^^l§#6^J^L>^##^##^^^>^ 
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indued ^^i^^^'f 



t ^ ^ ^ (" JJt>t ^ 






IS: Jigtfcdnol/mol) 



17. 2mg/mL 



2. Img/mL 



0. 238 



87. Snm 



98.8 



^Ji3i6^^^^^t^>t^> ^ 72 ;E^'hJL^#5^^ilfe HT-29. ^Ti^^ 

iS^^; 4mg/kg m^^^^^ MPE--^#^; 25nig/kg ^^^S^^J:; 
2mg/kg. 5mg/kg ^ 8mg/kg Jit JT^&^^^^^h^^i^- f^t'i^^i^^^- 

*>f^7&^9, 16^23:^. 
:Jp^;5fe-H.2 ^/r^tf >f^^;l^^Jlt3t:^'JN i^^^i^ 6 ^ 7 5A-5B. 

fl^^>f^^#6^ CKD-602 
r^im CKD-602 i^J^>^:^h, ^>f«^^^^^'J 4 ^t^^J^^^ CKD-602 
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4^ 


IW^gt-fi^fe^fi^ CKD-602 




12. Smg/mL 




2. 07mg/mL 


^: J!gM:(mol/mol) 


0.315 




92. Snm 




94.7 



^jLS^^i5-i^-^i^^^^> ^ 72 r.M<.^^0^J^ HT-29. Itit^^ 

4mg/kg JJ^y^'f^^&^fi^ MPE--i-#>?^; 20mg/kg CKD-602; Img/kg. 2nig/kg 
^ 4mg/kg ^t^t-fl^&^fi^ CKD-602. 
^^^^f^lU 18^25:^. 

7A-7B. 
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• • • 
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